an indirect effect on signaling through cholesterol in lipid droplets that may help regulate cholesterol levels.
PIP 2 Proteins
Caveolin-1 and -2 stably interact to provide a struc- (Table 1) . As described at the meeting, moval, supporting the notion that caveolin-1 was stably each of these proteins may be responsible for the formaretained within the lipid droplets (Ostermeyer et al., tion of a distinct class of lipid rafts. In the following 2001). Also, Brown's laboratory showed that caveolin-1 paragraphs, we discuss the most recent findings on lipid was specifically transported to lipid droplets when fused rafts and microdomains, as reported at the EURESCO to an ER-retrieval sequence, namely KKSL. Expression Conference.
of Cav-1-KKSL did not cause any changes in the levels of cholesterol or triglycerides, but the morphology of Caveolins, H-Ras, and Lipid Droplets the lipid droplets was significantly altered. Thus, they Previous studies have localized H-ras to caveolae mempostulate that ER-targeting or ER-retention of caveobranes, where it can specifically interact with caveolin-1 lin-1 allows caveolin-1 to be rerouted to lipid droplets, (for citations, see Smart et al., 1999 components that enter or exit rafts (e.g., different transmembrane receptors upon ligand activation) do so via GDI Access to Rabs these less ordered domains that possibly form the interEarly endocytic membrane traffic is regulated by the face between the more insoluble raft core and the fluid small GTPase Rab5, which cycles between GTP-and membrane.
GDP-bound states, as well as between membrane and
The dynamic exchange of proteins between raft and cytosol. The latter cycle depends on GDI, which can fluid regions of the membrane could allow the raft to transport Rab proteins in the aqueous environment of influence metabolism in the wider membrane environthe cytosol. Gruenberg and colleagues found that endoment. Such an extra-raft effect apparently occurs with cytic rates can be modulated by p38 MAPK. This kinase Thy-1, a major neuronal/thymocyte surface protein activates GDI functions in the Rab5 cycle, by stimulating whose absence from rafts in Thy-1 null mice results the formation of the GDI:Rab5 complex. The existence in hyperresponsivity to receptor signaling involving Src of a cross-talk between endocytosis and the p38-depenfamily kinases (Hueber et al., 1997). In neuronal rafts dent stress response provides evidence that endocytoisolated from Thy-1 null mice, the Src-family kinase acsis can be regulated by the environment (Cavalli et al., tivity was elevated nearly 3-fold, but it was similarly 2001). elevated in the nonraft solubilized membrane, suggesting that the two pools of kinase were in equilibrium (Garcia-Maya and Morris, unpublished observations).
Evidence that Rafts Exist at 37؇C Using a Detergent of the Brij Series
Lipid rafts are likely to be involved in the sorting of GPI-anchored proteins (GPI-APs) in endosomes since Using a detergent of the polyoxyethylene ether (Brij) series on mouse thymocytes, He and colleagues were cholesterol and sphingolipid depletion relieve the endocytic retention measured for GPI-APs in the recycling able to demonstrate the existence of detergent-insoluble membrane domains at physiological temperature endosomal compartment of mammalian cells (Chatterjee 
